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DECLARATION UNDER 37 CF.R. S 1.131 



I, Dr. Gopi Venkatesh declare as follows: 

1. I am a named inventor of the above-noted application (Ser. No. 10/713,929) 

2. I have read and understood the Official Action of January 11, 2008, and in particular the 
rejection of the pending claims under 35 U.S.C. §103 over the combination of U.S. Publ. No. 
2004/0197407 (the '407 application) and U.S. Publ.Nos. 2003/0215496 or 2003/00997 1 1 . 

3. I understand that the earliest asserted priority date of the '407 application is February 1 1 , 
2003, through the priority claim to U.S. Provisional Application Ser. No. 60/446,425. 

4. The subject matter of the pending claims of the present application was invented by Gopi 
Venkatesh and James M. Clevenger (the named inventors) prior to February 1 1, 2003. 

5. Example 3 of the instant application describes the formulation and production of a 
multiparticulate dosage form of cyclobenzaprine, wherein the cyclobenzaprine is coated on sugar 
spheres and covered with a water insoluble polymer to produced extended release beads (see 
paragraph 0045). Figure 4 of the instant application shows the release rate of the finished beads 
of Example 3 (e.g., Batch 805-AAA-105). 
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6. Exhibit A, dated before February 1 1 , 2003, shows a "Master Formula" sheet documenting 
the production of the intermediate cyclobenzaprine coated beads used to make Batch 805-AAA- 
105. This intermediate batch (designated Lot No. 837-AG-034) comprises: 

• "Sugar Spheres" (5475 g) coated with "cyclobenzaprine HC1" (1 875 g) from 
•Acetone, NF 50/50% Ratio" and "USP Purified Water, 50/50% Ratio"; 

• seal coated with "2.00"% of "Opadry Clear YS- 1 -7006". 

Exhibit B, dated before February 1 1 , 2003, shows a "Master Formula" sheet documenting 
the actual production of Batch 805-AAA-105 by coating the intermediate cyclobenzaprine beads 
of Lot No. 837-AG-034 with an extended release water insoluble polymer: 

• ER coating of Lot No. 837-AG-034 with "Ethylcellulose 1 OP Premium (1 0 cps)" 
(363.6 g) and "Diethyl Phthalate" (36.4 g) dissolved in "Acetone, NF (98 parts) " 
and "USP Purified Water (2 parts)". Samples were collected with a coating 
weight of "10%" (designated Batch or Lot No. 805-AAA-105). 

Exhibit C, dated before February 1 1 , 2003, shows data for the mean cumulative release 
rate of cyclobenzaprine over time for "Lot # 805-AAA-105-10" (i.e., 10 wt.% ER coating, Batch 
805-AAA-105). The data are identical to that presented in graphical form for the sample 
designated "10% ER Coating Wt., Batch 805AAA105" in Figure 4 of the instant application and 
shows that the 10% ER coated beads exhibit a release profile that after 2 hours, no more than 
about 40% of the total active is released; after 4 hours, from about 40-65% of the total active is 
released; after 8 hours, from about 60-85% of the total active is released; and after 12 hours, 
from about 75- 85% of the total active is released, wherein said dosage form is dissolution tested 
using United States Pharmacopoeia Apparatus 2 (paddles @ 50 rpm) in 900 mL of 0.1N HC1 at 
37°C. This is the same dissolution profile required by the pending claims. 

7. Exhibit D, dated before February 1 1 , 2003, is a batch record showing the ingredients of 
"Cyclobenzaprine HC1 ER Beads", Lot No. PE271EA001: 
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• "Cyclobenzaprine HC1 Intermediate Beads", Item code PE249; coated with 
"Ethylcellulose" and "Diethyl Phthalate". 

Exhibit E, dated before February 1 1, 2003, documents the manufacture of 
"Cyclobenzaprine HC1 MR Capsules, 30 mg", Lot No. PF306EA001: 

• "White, Opaque Hard Gelatin Capsules, Size 4", filled with "Cyclobenzaprine 
HC1 Extended Release Beads", Item code PE271. 

Exhibit F, dated before February 11, 2003, shows data for the mean cumulative release 
rate of cyclobenzaprine over time for clinical batch "Lot # PF306EA001". The data are identical 
to that presented in graphical form for the clinical sample designated "PF306EA001" in Figure 6, 
Examples 4 and 5 of the instant application. Formulation PF306EA001 shows a release profile 
that after 2 hours, no more than about 40% of the total active is released; after 4 hours, from 
about 40-65% of the total active is released; after 8 hours, from about 60-85% of the total active 
is released; and after 12 hours, from about 75- 85% of the total active is released, wherein said 
dosage form is dissolution tested using United States Pharmacopoeia Apparatus 2 (paddles @ 50 
rpm) in 900 mL of 0.1N HC1 at 37°C. This is the same dissolution profile required by the 
pending claims. 

8. Thus, Exhibits A and B document the production of the identical multi-particulate 
cyclobenzaprine dosage forms described in Example 3 of the present application, and as set forth 
in the instant claims, before February 1 1, 2003. 

9. Thus, Exhibits D and E document the production of the identical clinical batch described 
in Examples 4 and 5 of the present application, and as set forth in the instant claims, before 
February 11, 2003. 

10. I further declare that all statements made herein on my own knowledge are true and that 
all statements made on information and belief are believed to be true and further that these 
statements are made with the knowledge that willful false statements and the like are punishable 
by fine or imprisonment, or both, under § 1001 of Title 18 of the United States Code, and that 
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such willful false statements may jeopardize the validity of the above-referenced application or 
any patent issuing thereon. 



Respectfully submitted, 

Gopi Venkatesh Date 
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Project No- 
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ct Name: Cydobgizaprine : 
at Description : Extended I 



Master Formula 

HQ-ExtodcdRekaseBe.ACZS.On.g) 



(Trade Name Grade) 



Cyclobcnzapripc HQ, Drug Layered Beads 



Diethyl Phflalatc, USP 



(98 parts) 
er. USP (2 pa 



Objective Evaluating Dow ® 10.9 % Samples ' 



® 7, 8„ 9, & 10% of EC applied. 




ISSUED BY Q.A. 



Eurand America, Inc. 
Cyclobenzaprine HC1 MR Capsules, 30 mg 
Batch Size - 130,000 Capsules (Theoretical)) 
MF#: A-60PF306-A 



Pagelofll 



Lot#PF306EA QQ^ z 


Date of Manufacturing: ^| 




Effective Date: ■ ■ 




Prepared By: ^ 


Date: 






MFG. Approval Byi~^£j^ -> 


Date: 




R&D Approval By:j^,v^-\I^W5o^V- 


Date: 




QA Approval By: 3^2^ 


Date:^ 




QA Issue: 


Date: ■ 




QA Audited By:^^^^^^^^ — 


Date: ■ 





Item 
Code 


Item 
No. 


mg per 
capsule 


% per 
Capsule (w/w) 


Ingredient Name 


Quantity per Batch 


G134 


1 


37.00 1 


21.91 


White, Opaque Hard Gelatin Capsules, 
Size 4, 


4.81kg 


PE271 


2 


131.87 2 


78.09 


Cyclobenzaprine HC1 Extended Release 
Beads 


17.14kg 




Total 


168.87 






21.95 kg 


'Based on a theoretical empty capsule weight of 37.0 mg 

Equivalent to 30 mg of Cyclobenzaprine Hydrochloride (Beads based on a theoretical assay of 22.75%) 



Exhibit D 



ISSUED BY Q.A. 



CydQbenzaprine HCI ER Beads 
Batch Size: 85 kg (Theoretical) 



Lot#:PE271EA001 ^ 



Date of Manufacturing; 



Mfg. Approval By: 



R&D Approval By: (?J<Lff 6lAX^ 




Item 

No. 


Item 
Code 


Bead 
Dosage 
(mg/g) 


% per Batch 

(w/w) 


Ingredient Name 


Theoretical 
Quantity Per 
Batch** 


1 1 


PE249 


910.00 


91.00 


Cydobenzaprine HCI intermediate 
Beads 


77.4 Kg 


2 


E114 


81.25 


8.13 


Ethylcellulose, Premium Std lOcps 


6.9 Kg 


3 


D118 


8.75 


0.88 


Diethyl Phthalate, NF 


0.75 Kg 


4 


A107- 






Acetone, NF* 


1 16.7 Kg 


5 


W100 






Purified Water, USP 


2.4 Kg 






1000.00 


100.01 


TOTAL= 


85.0 Kg 



♦Removed from process during the. drying process 
**Actual batch is based on the actual, quantity of the Intermediate Beads available for use. See page 2 
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Exhibit F 



Cyclobenzaprine 30mg MR Capsules 
Lot# PF306EA001 





